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EXAMINER'S ANSWER 



This is in response to the appeal brief filed 12/23/09 appealing from the Office action 
mailed 4/1/09. 
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( 1) Real Party in Interest 

A statement identifying by name the real party in interest is contained in the brief. 

(2) Related Appeals and Interferences 

The examiner is not aware of any related appeals, interferences, or judicial 
proceedings, which will directly affect or be directly affected by or have a bearing on the 
Board's decision in the pending appeal. 

(3) Status of Claims 

The statement of the status of claims contained in the brief is correct. 

(4) Status of Amendments After Final 

The appellant's statement of the status of amendments after final rejection 
contained in the brief is correct. 

The amendment after final rejection filed on 8/3/09 has not been entered. 

(5) Summary of Claimed Subject Matter 

The summary of the claimed subject matter contained in the brief is correct. 

(6) Grounds of Rejection to be Reviewed on Appeal 

The appellant's statement of the grounds of rejection to be reviewed on appeal is 
correct. 

(7) Claims Appendix 

The copy of the appealed claims contained in the Appendix to the brief is correct. 

(8) Evidence Relied Upon 

The following is a listing of the evidence (e.g., patents, publications, Official 
Notice, and admitted prior art) relied upon in the rejection of claims under appeal. 
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None 

(9) Grounds of Rejection 

The following ground(s) of rejection are applicable to the appealed claims: 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 .1 30(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 1-4, 8, 28, 30, 44-45, 50-51, 55 are provisionally rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
over claims 50-74 of copending Application No. 09/838,286; claims 1-16 of copending 
Application No. 09/947,761; claims 34-36, 39-42, 44 of copending Application No. 
10/361,858; claims 1-13, 15-17, 20, 22-30 of copending Application No. 10/788,426; 
claims 1-69 of copending Application No. 10/848,567; claims 1-34, 37-41 of copending 
Application No. 11/932,548; claims 1-16 of copending Application No. 12/181,032. 
Although the conflicting claims are not identical, they are not patentably distinct from 



each other because both the claimed and referenced claims are an obvious variation of 
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a method of treating rheumatoid arthritis by administering a compound of formula I, 
where the there is substantial overlap between both formulas. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-4, 8, 28, 30, 38, 44-45, 50-51, 55, 58 are rejected under 35 U.S.C. 112, 
first paragraph, because the specification does not reasonably provide enablement for a 
method for the treatment of a disease mediated by p38 other than cancer, for example 
rheumatoid arthritis, comprising administering a compound of formula I. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to practice the invention commensurate in scope with 
these claims. 

The instant specification fails to provide information that would allow the skilled 
artisan to fully practice the instant invention without undue experimentation. Attention is 
directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 where the court set 
forth the eight factors to consider when assessing if a disclosure would have required 
undue experimentation. Citing Ex parte Forman, 230 USPQ 546 (BdApIs 1986) at 547, 
the court recited eight factors: (1 ) the nature of the invention; (2) the state of the prior 
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art; (3) the breadth of the claims; (4) the amount of direction or guidance presented; (5) 
the predictability or unpredictability of the art; (6) the relative skill of those in the art; (7) 
the presence or absence of working examples; and (8) the quantity of experimentation 
necessary. 

(1) The Nature of the Invention : The rejected claims are drawn to an invention which 
pertains to a method for the treatment of a disease mediated by p38 other than cancer, 
such as rheumatoid arthritis, comprising administering a compound of formula I. 

(2) State of the Prior Art : The state of the art regarding p38 inhibition has shown to 
inhibit both cytokine production (TNFa, IL-1, IL-6, IL-8) and proteolytic enzyme 
production (MMP-1, MMP-3). Clinical studies have linked TNFa production to a number 
of inflammatory and/or immunomodulatory diseases. There is no indication that such a 
link actually translates to treatment of the disease. Therefore, the same argument can 
be applied to p38 inhibition. Accordingly, the same argument is applied to rheumatoid 
arthritis. Even if we were to assume that an inhibition of p38 would lead to the desired 
inhibition of TNFa, a link between TNFa production and rheumatoid arthritis doesn't 
mean that any inhibition of TNFa would treat rheumatoid arthritis. It is further noted that 
the specification likewise indicates that TNFa production is linked to numerous other 
diseases. 

(3) Breadth of Claims : The complex nature of the subject matter of this invention is 
greatly exacerbated by the breadth of the claims. The claims encompass virtually every 
disease or disorder that is mediated by p38 kinase. Furthermore, p38 kinase is 
disclosed to inhibit both cytokine production (TNFa, IL-1, IL-6, IL-8) and proteolytic 
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enzyme production (MMP-1, MMP-3). Therefore, the invention is complex because it 
involves any disease or disorder related to these cytokines or enzymes as being within 
the scope of this invention. Furthermore, the claims encompass any urea illustrated by 
the broad generic structure of formula I. The nature of the invention is complex in that it 
potentially encompasses a vast number of compounds in excess of 100 million 
compounds. 

(4) Guidance of the Specification : The guidance of the specification discloses a 
pathway between inhibition of p38 and various inflammatory and/or immunomodulatory 
diseases through cytokine production (TNFa, IL-1, IL-6, IL-8) and proteolytic enzyme 
production (MMP-1 , MMP-3). The specification does not disclose how to determine 
whether a disease or disorder can be treated by p38 inhibition, it only discloses that the 
two are linked together. As a result, one of ordinary skill in the art would be forced to 
perform an exhaustive search for the embodiments of any drug having the function 
recited in the instant claims suitable to practice the invention. Furthermore, one of 
ordinary skill in the art would have to determine not only which compounds inhibit p38, 
but which compounds are therapeutically effective on a p38 mediated disease. The 
specification shows examples of in vitro p38 inhibition but does not provide any raw 
data or what specific compounds were tested. The in vivo study was not performed on 
subjects with any diseases or disorders. 

(5) The Predictability or Unpredictability of the Art : The invention is directed to a 
method for the treatment of a disease mediated by p38 other than cancer comprising 
administering a compound of formula I. Treatment of a disease involves many 
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biochemical pathways mediated by many different proteins. It is not possible to predict 
the efficacy in the treatment of a disease simply by inhibition of p38. 

Moreover, one of skill in the art would recognize that it is highly unpredictable in 
regard to therapeutical effects , side effects , and especially serious toxicity that may be 
generated by drug-drug inerteractions when and/or after adminstering to a host (e.g., a 
human) any compound represented by formula I. See "Goodman & Gilman's The 
Pharmacological Basis of Therapeutics" regarding possible drug-drug interactions (9 th 
ed., 1996), page 51 in particular. Goodman & Gilman teaches that "The frequency of 
significant beneficial or adverse drug interactions is unknown " (see the bottom of the left 
column of page 51) and that "Recognition of beneficial effects and recognition of and 
prevention of adverse drug interactions require a thorough knowledge of the intended 
and possible effects of drugs that are prescribed" and that "The most important adverse 
drug-drug interactions occur with drugs that have serious toxicity and a low therapeutic 
index, such that relatively small changes in drug level can have significant adverse 
consequences " (see the right of page 51 ) (emphasis added). In the instant case, in the 
absence of fully recognizing the identity of the member genus herein, one of skill in the 
art would not be able to fully predict possible adverse drug-drug interactions occurring 
with many combinations of any compounds having the claimed functional properties in 
the pharaceutical compositions herein. Thus, the teachings of Goodman & Gilman 
clearly support that the instant claimed invention is highly unpredictable. 
(6) The Relative Skill of those in the Art : One of ordinary skill in the art knows how to 
inhibit p38 and how to effectively treat various inflammatory and/or immunomodulatory 
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diseases, but does not know how to treat diseases that are not inflammatory or 
immunomodulatory by nature by inhibiting p38. 

(7) Working Examples : The specification lacks any working examples of treating a p38 
mediated disease, let alone rheumatoid arthritis, comprising administering a compound 
of formula I. The only examples are drawn to an in vitro p38 kinase inhibition assay and 
in vivo inhibition of TNFa in mice. Examiner notes that there is no raw data for any of 
the disclosed compounds for either of these examples. Moreover, the mice are not 
disclosed to have a p38 mediated disease or disorder, therefore no disease is being 
treated in the examples. 

(8) The Quantity of Experimentation Necessary : The specification fails to provide 
sufficient support for the broad use of any compound represented by formula I in a 
method for the treatment of a disease mediated by p38 other than cancer, such as 
rheumatoid arthritis. A large quantity of experimentation would be needed in order to 
discover what diseases or disorders can be treated by inhibition of p38 and to what 
extent. Nor does it provide information to practice the claimed invention, absent undue 
experimentation. As a result, one of ordinary skill in the art would be forced to perform 
an exhaustive search for the embodiments of any drugs having the function recited in 
the instant claims suitable to practice the claimed invention. Furthermore, one of skill in 
the art would have to determine not only which compounds inhibit p38, but which 
compounds actually have efficacy in treating rheumatoid arthritis. 

Genetech, 108 F. 3d at 1366 states that "a patent is not a hunting license. It is 
not a reward for search, but compensation for its successful conclusion" and "patent 
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protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations of general ideas that may or may not be workable." 
(10) Response to Argument 

Appellant argues that the obviousness double patenting rejections over 
09/838,286; 09/947,761; and 10/361,858 have been abandoned or amended to claim 
an invention outside the scope of the instant invention. 

This is persuasive and the obviousness double patenting rejections over 
09/838,286; 09/947,761 ; and 10/361,858 are hereby withdrawn. 

Appellant argues that the obviousness double patenting rejections over 
10/788,426; 10/848,567; 11/932,548; and 12/181,032 are premature since allowable 
subject matter has not been identified in this application. 

Examiner reminds Appellant that no matter whether the instant claims are 
allowable or not, the instant claims must be examined for any possible obviousness 
double patenting rejections and accordingly must be applied. 

Appellant argues that the specification provides more than it needs to satisfy the 
requirement of 1 12, first paragraph. For example, general and specific methods of 
preparing the compounds are given on pg. 21-23, 27-71 , and in the examples. Dosage 
forms, ranges, and methods of administration are given on pg. 23-26. Methods for 
assessing the activity of the compounds via in vitro raf Kinase assays and in vivo 
assays are provided on pg. 103-104. The specification also discloses that inhibitors of 
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p38 are active in animal models of TNFa production, including a murine 
lipopolysaccharide (LPS) model of TNFa production. 

This is not persuasive because, at the outset, the Appellant has not persuasively 
established that this conclusory and absolute statement is supported by evidence. The 
specification does not provide any experimentation of any compounds in an accepted 
specific rheumatoid arthritis assay. Additionally, the specification does not provide an 
assertion that any of the referenced articles specifically describe the inhibition of TNFa, 
via inhibition of p38 kinase, leads to the treatment of rheumatoid arthritis. The 
specification merely states that a link exists between TNFa production and/or signaling 
to a number of diseases including rheumatoid arthritis. What is missing from the 
specification is sufficient direction and guidance for determining which compounds of 
formula I that are found to inhibit p38 kinase activity do so in a manner sufficient to 
inhibit TNFa to a degree that causes a therapeutic effect in rheumatoid arthritis as 
claimed. Without this guidance, undue experimentation of a skilled artisan would be 
required to make and use the claimed invention. 

Appellants argue against the enablement rejection by claiming that a link exists 
between TNFa and rheumatoid arthritis, highlighted by the Badger reference, previously 
issued patents, and four TNF inhibitors which are FDA approved for the treatment of 
rheumatoid arthritis. Appellants also corroborate their argument by referring to the in 
vitro raf kinase assays and in vivo assays in the specification, which is allegedly routine 
in the field to correlate inhibition of p38 to therapeutic treatment of various diseases. 
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Examiner was reminded that no objective evidence has been presented and also that 
an example is not required for compliance with an enablement requirement. 

This is not persuasive because although there may be link between TNFa or p38 
and various diseases this does not correlate to actually treating a disease in any 
therapeutic sense. In fact, inhibition of p38 is not well known in the field to be correlated 
to any particular disease. The Badger reference is an isolated reference that cannot be 
taken as the standard for the state of art concerning inhibition of p38 and the treatment 
of various diseases. The reference does not provide any evidence describing the 
activity of a pyridinyl imidazole p38 kinase inhibitor are applicable to the aryl ureas of 
the claimed formula I. Further, the abstract does not provide the missing guidance 
regarding how to determine which compounds of formula I that are found to inhibit p38 
kinase activity do so in a manner sufficient to inhibit TNFa to a degree that results in the 
treatment of rheumatoid arthritis. The remaining abstracts submitted were published 
after the application filing date. The later published articles do not establish that the 
Examiner erred in determining the state of the art at the time of invention. In any event, 
the Appellant has not established that these abstracts supply the experimental guidance 
missing from the specification. 

Moreover, the failure of the specification to provide such guidance is not 
overcome by the Appellant's assertion that there are at least four FDA approved 
rheumatoid arthritis therapeutics whose target is TNF. This is merely attorney 
'testimony' and is not evidence sufficient to show that the missing guidance was 
available to one of ordinary skill in the art. 
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The specification does not disclose how one of ordinary skill in the art would 
determine every known disease associated with p38, let alone effectively to treat that 
disease with a p38 inhibitor considering various factors such as side effects, toxicity, 
and dosing. There is no indication that such a link actually translates to the treatment of 
the disease. There is no mention of activity data for any of the disclosed compounds. 
Further, in vitro raf kinase assays and in vivo assays are not specific to rheumatoid 
arthritis. The complex nature of the subject matter of this invention is greatly 
exacerbated by the breadth of the claims. The claims encompass virtually every 
disease or disorder that is mediated by p38 kinase. 

It is noted that the specification also lacks any factual evidence of actual 
therapeutic treatment of a disease associated with p38. It is not well established in the 
field to correlate inhibition of p38 to actual treatment of a disease. Moreover, there is no 
raw data for any of the disclosed compounds in the examples of the specification. The 
mice are not disclosed to have a p38 mediated disease or disorder, therefore no 
disease is being treated in the examples. 
(11) Related Proceeding(s) Appendix 

No decision rendered by a court or the Board is identified by the examiner in the 
Related Appeals and Interferences section of this examiner's answer. 

For the above reasons, it is believed that the rejections should be sustained. 



Respectfully submitted, 
/Yong S. Chong/ 
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